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Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )S Responsive to conrimunication(s) filed on 03 June 2005 . 
2a)n This action is FINAL. 2b)S This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) |E1 Claim(s) 1,7-11.14.15,17-21.24. 34. 43. 56 and 78- 1 04 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) |EI Claim(s) 1.7-11.14.15.17-21,24.34,43.56 and 78-104 is/are rejected. 

Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10) S The drawing(s) filed on 18 January 2002 is/are: a)S accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawlng(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) Is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1) K Notice of References Cited (PTO-892) 

2) CH Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) □ Infomiation Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 

Paper No(s)/Mai! Date . 



4) □ Interview Summary (PTO-413) 

Paper No(s)/Mail Date. , 

5) n Notice of Infomnal Patent Application (PTO-152) 

6) ^ Other: attachment 



3^ 



U.S. Patent and Trademark Office 
PTOL-326 (Rev. 1-04) 



Office Action Summary 



Part of Paper No./Mail Date 20050819 



Application/Control Number: 09/888,326 Page 2 

Art Unit: 1635 

DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 6/3/2005 has been entered. 

The amendment filed 6/3/2005 is acknowledged. The amendment has been entered. 
Claims 1, 7-11, 14, 15, 17-21, 24, 34, 43, 56 and 78-104 are currently pending in the application 
and are addressed herein. 

Applicant's arguments are addressed on a per section basis. The text of those sections of 
Title 35, U.S. Code not included in this Action can be found in a prior Office Action. Any 
rejections not reiterated in this action have been withdrawn as being obviated by the amendment 
of the claims and/or applicant's arguments. 

Specification 

The use of the trademark RITUXIMAB has been noted in this application. It should be 
capitalized wherever it appears and be accompanied by the generic terminology. 

Although the use of trademarks is permissible in patent applications, the proprietary 
nature of the marks should be respected and every effort made to prevent their use in any manner 
which might adversely affect their validity as trademarks. 
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Claim Rejections - 35 USC §103 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claims 1, 7, 8, 10, 11, 14, 17-21 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Wooldridge et al. (Blood, 1997; 89:2994-2998; previously cited) in view of 
Winkler et al. (Blood 1999; 94(7), pages 2217-2224; previously cited), for the reasons of record 
(see Office actions mailed 1/9/03 and 4/20/04), reiterated below for convenience. 

Wooldridge teaches a method of inhibiting the growth of a B-cell malignancy wherein an 
isolated synthetic immunostimulatory oligonucleotide 18 nucleotides long comprising a 
phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, first column 
and Figure 1) was administered (300ug) to mice comprising the B-cell mahgnancy. Specifically, 
the malignant B-cells are 38C13 lymphoma cells (p. 2995, bottom of first column), which are 
known to have a low level of CD20 expression, considering neither the claim nor the 
specification clearly defines what a "low level of CD20 expression" is. The oligonucleotide 
treatment is followed by administration of a mouse IgG2a monoclonal antibody, specifically, 
MSI 1G6 (see p. 2994, last paragraph, the same antibody used in Example 3 of the specification 
p. 76-77). It is noted that although Wooldridge does not specifically indicate that the 
oligonucleotide administration results in the upregulation expression of a B-cell malignancy 
surface antigen, Wooldridge does teach administration of 300ug of the oligonucleotide, which is 
clearly in the dose range disclosed in the specification (see p. 63 lines 10-15 of the specification, 
which indicates, "doses of the compounds disclosed herein typically range fi*om about O.lug to 
lOmg per administration"). Therefore, administering the oligonucleotide using the method taught 
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by Wooldridge would necessarily upregulate the expression of a B-cell surface antigen because 
the effective dose taught by Wooldridge is within the range of efficacy contemplated in the 
specification (see p. 63, lines 10-15 of the specification). 

Wooldridge does not specifically teach that the method can utilizes an antibody specific 
for a B-cell surface antigen, such as an anti-CD20 antibody, or that the antibody used is 
specifically C2B8 or Rituximab, or that the oligonucleotide and antibody can be administered 
together. 

Winkler teaches that anti-CD20 antibodies (specifically, Rituximab, which is also 
referred to as "DDEC C2B8"), can be used to inhibit the growth of B-CLL lymphoma cells which 
express a low level of CD20. (e.g., see abstract. Figure 1, etc.) 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art to 
modify the methods of Wooldridge and Winkler in order to make a method for inhibiting the 
growth of B-CLL lymphoma cells in a subject having B-CLL lymphoma cells comprising 
administering to said subject the immunostimulatory CpG nucleic acid taught by Wooldridge in 
combination with the Rituximab (IDEC C2B8) antibody taught by Winkler, with a reasonable 
expectation of success. 

The motivation to make the indicated modification is provided by Wooldridge, who 
teaches that the when the oligonucleotide was used in combination with the antibody, it resulted 
in a synergistic effect. Specifically, Wooldridge teaches, "There was clear synergy between CpG 
ODN and antitumor MoAb in this model. . (See page 2997, first column) Thus indicating that 
the immunostimulatory CpG oligonucleotides improve the efficacy of antibody anti-tumor 
therapy. 
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Furthermore, it would have been prima facie obvious to perform routine optimization to 

co-administer the oligonucleotide with the antibody at the same time. As noted in In re Aller, 

105 USPQ 233 at 235, 

"More particularly, where the general conditions 
of a claim are disclosed in the prior art, it is 
not inventive to discover the optimum or workable 
ranges by routine experimentation." 

Therefore, routine optimization is not considered inventive and no evidence has been 

presented that co-administration was other than routine, that results from the optimizations have 

any unexpected properties, or that the results should be considered unexpected in any way as 

compared to the closest prior art. 

Claims 1, 7, 8, 10, 11, 14, 17-21 and 93 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Wooldridge et al. (Blood, 1997; 89:2994-2998; previously cited) in view of 
Winkler et al. (Blood 1999; 94(7), pages 2217-2224; previously cited) and further in view of WO 
98/40100 (Davis et al). 

Wooldridge teaches a method of inhibiting the growth of a B-cell malignancy wherein an 
isolated synthetic immunostimulatory oligonucleotide 1 8 nucleotides long comprising a 
phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, first column 
and Figure 1) was administered (300ug) to mice comprising the B-cell malignancy. Specifically, 
the malignant B-cells are 3 8C 13 lymphoma cells (p. 2995, bottom of first column), which are 
known to have a low level of CD20 expression, considering neither the claim nor the 
specification clearly defines what a "low level of CD20 expression" is. The oligonucleotide 
treatment is followed by administration of a mouse IgG2a monoclonal antibody, specifically. 
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MSI 1G6 (see p. 2994, last paragraph, the same antibody used in Example 3 of the specification 
p. 76-77). It is noted that although Wooldridge does not specifically indicate that the 
oligonucleotide administration results in the upregulation expression of a B-cell malignancy 
surface antigen, Wooldridge does teach administration of 300ug of the oligonucleotide, which is 
clearly in the dose range disclosed in the specification (see p. 63 lines 10-15 of the specification, 
which indicates, "doses of the compounds disclosed herein typically range fi-om about O.lug to 
lOmg per administration"). Therefore, administering the oligonucleotide using the method taught 
by Wooldridge would necessarily upregulate the expression of a B-cell surface antigen because 
the effective dose taught by Wooldridge is within the range of efficacy contemplated in the 
specification (see p. 63, lines 10-15 of the specification). 

Wooldridge does not specifically teach that the method can utilizes an antibody specific 
for a B-cell surface antigen, such as an anti-CD20 antibody, or that the antibody used is 
specifically C2B8 or Rituximab, or that the oligonucleotide and antibody can be administered 
together; nor does Wooldridge teach that the oligonucleotide is ODN 2006 (SEQ ID NO: 729). 

Winkler teaches that anti-CD20 antibodies (specifically, Rituximab, which is also 
referred to as "IDEC C2B8"), can be used to inhibit the growth of B-CLL lymphoma cells which 
express a low level of CD20. (e.g., see abstract, Figure 1, etc.) 

WO 98/40100 (Davis et al.) teaches an immunostimulatory oligonucleotide that is ODN 
2006 (i.e., it is 100% identical to SEQ JD NO: 729), which can be used to stimulate B-cell 
activation and a therapeutic immune response in a subject (e.g., see the oligonucleotide identified 
as SEQ ID NO: 6 on page 12 of WO 98/40100, as well as the abstract, paragraph bridging page 
1-2, etc.). 



Application/Control Number: 09/888,326 Page 7 

Art Unit: 1635 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art to 
modify the methods of Wooldridge in order to make a the claimed method wherein the SEQ ID 
NO: 6 oligonucleotide taught by WO 98/40100 is used in combination with the antibody taught 
by Winkler (Rituximab (IDEC C2B8), with a reasonable expectation of success. 

The motivation to make the indicated modification is provided by Wooldridge, who 
teaches that the when an immunostimulatory CpG oligonucleotide is used in combination with a 
therapeutic tumor-specific antibody a synergistic therapeutic effect is achieved. Specifically, 
Wooldridge teaches, "There was clear synergy between CpG ODN and antitumor MoAb in this 
model. . (See page 2997, first column) Thus indicating that immunostimulatory CpG 
oligonucleotides improve the efficacy of antibody anti-tumor therapy. Furthermore, the 
oligonucleotide taught by WO 98/40100 is an art-recognized equivalent to the oligonucleotide 
taught by Wooldridge as both oligonucleotides were recognized as therapeutic 
immunostimulatory oHgonucleotides (See MPEP 2144.06-2144.07). 

It also would have been prima facie obvious to perform routine optimization to co- 
administer the oligonucleotide with the antibody at the same time. As noted in In re Aller, 105 
USPQ 233 at 235, 

"More particularly, where the general conditions 
of a claim are disclosed in the prior art, it is 
not inventive to discover the optimum or workable 
ranges by routine experimentation." 

Therefore, routine optimization is not considered inventive and no evidence has been 

presented that co-administration was other than routine, that results fi"om the optimizations have 

any unexpected properties, or that the results should be considered unexpected in any way as 

compared to the closest prior art. 
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Claims 1, 7, 9, 10, 14, 17-21 rejected under 35 U.S.C. 103(a) as being unpatentable over 
Wooldridge et al (Blood, 1997; 89:2994-2998; previously cited) in view of Taji et al, (Japanese 
Journal of Cancer Research; July 1998; Vol. 89(7), pages 748-756; previously cited) and further 
in view of Pawade et al. (Histopathology, 1995; 27(2) pages 129-137; previously cited) for the 
reasons of record (see Office actions mailed 1/9/03 and 4/20/04), reiterated below for 
convenience. 

Wooldridge teaches a method of inhibiting the growth of a B-cell malignancy wherein an 
isolated synthetic immunostimulatory oligonucleotide 18 nucleotides long comprising a 
phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, first column 
and Figure 1) was administered (300ug) to mice comprising the B-cell malignancy. Specifically, 
the maUgnant B-cells are 38C13 lymphoma cells (p. 2995, bottom of first column), which are 
known to have a low level of CD20 expression, considering neither the claim nor the 
specification clearly defines what a "low level of CD20 expression" is. The ohgonucleotide 
treatment is followed by administration of a mouse IgG2a monoclonal antibody, specifically, 
MSI 1G6 (see p. 2994, last paragraph, the same antibody used in Example 3 of the specification 
p. 76-77). It is noted that although Wooldridge does not specifically indicate that the 
oligonucleotide administration results in the upregulation of CD20 expression, Wooldridge does 
teach administration of 300ug of the oligonucleotide, which is clearly in the dose range disclosed 
in the specification (see p. 63 lines 10-15 of the specification, which indicates, "doses of the 
compounds disclosed herein typically range firom about O.lug to lOmg per administration"). 
Therefore, administering the oligonucleotide using the method taught by Wooldridge would 
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necessarily upregulate the expression of CD20 because the effective dose taught by Wooldridge 
is within the range of efficacy contemplated in the specification (see p. 63, lines 10-15 of the 
specification). Furthermore, the oligonucleotide would not hybridize to genomic DNA or RNA 
under stringent conditions. 

Wooldridge does not specifically teach that the method can be used to treat Marginal 
Zone Lymphoma cells, or using an anti-CD20 antibody (specifically C28B), or that the 
oligonucleotide and antibody can be administered together. 

Taji teaches that anti-CD20 antibodies (specifically, C2B8 antibodies), can be used to 
inhibit the growth of CD20 positive B-cell lymphoma cells (Specifically, SU-DHL-4 and SU- 
DHL-6 cells) which express a low level of CD20. Taji teaches that the C2B8 antibodies induce 
apoptosis in the lymphoma cells which may account for the effectiveness of the C2B8 antibody 
therapy (e.g., see abstract, etc.). 

Pawade teaches that marginal zone lymphoma cells are CD20 positive, indicating that 
marginal zone lymphoma cells express CD20 antigen. 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art to 
modify the methods of Wooldridge and Taji in order to make a method for inhibiting the growth 
of marginal zone lymphoma cells in a subject having marginal zone lymphoma cells comprising 
administering to said subject the immunostimulatory CpG nucleic acid taught by Wooldridge in 
combination with the C2B8 antibody taught by Taji, with a reasonable expectation of success. 
Since Pawade teaches marginal zone lymphoma cells express CD20 antigen, and since Taji 
teaches that an anti-CD20 antibody (C2B8) can be used to treat CD20-expressing lymphocytes, 
there is a reasonable expectation of success 
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The motivation to make the indicated modification is provided by Wooldridge, who 
teaches that the when the oHgonucleotide was used in combination with the antibody, it resuUed 
in a synergistic effect. Specifically, Wooldridge teaches, "There was clear synergy between CpG 
ODN and antitumor MoAb in this model. . ." (See page 2997, first column) Thus indicating that 
the immunostimulatory CpG oligonucleotides improve the efficacy of antibody anti-tumor 
therapy. 

Furthermore, it would have been prima facie obvious to perform routine optimization to 

co-administer the oligonucleotide with the antibody at the same time. As noted in In reAller, 

105USPQ233 at235, 

"More particularly, where the general conditions 
of a claim are disclosed in the prior art, it is 
not inventive to discover the optimum or workable 
ranges by routine experimentation." 

Therefore, routine optimization is not considered inventive and no evidence has been 

presented that the co-administration was other than routine, that results fi*om the optimizations 

have any unexpected properties, or that the results should be considered unexpected in any way 

as compared to the closest prior art. 

Claims 1, 7, 9, 10, 14, 15, 17-21 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Wooldridge et al. (Blood, 1997; 89:2994-2998; previously cited) in view of 
Taji et al. (Japanese Journal of Cancer Research; July 1998; Vol. 89(7), pages 748-756; 
previously cited) and fiirther in view of US Patent 5,969,135 (Ramasamy et al.; previously cited) 
for the reasons of record (see Office actions mailed 1/9/03 and 4/20/04), reiterated below for 
convenience. 
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Wooldridge teaches a method of inhibiting the growth of a B-cell malignancy wherein an 
isolated synthetic immunostimulatory oligonucleotide 1 8 nucleotides long comprising a 
phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, first column 
and Figure 1) was administered (300ug) to mice comprising the B-cell mahgnancy. Specifically, 
the maUgnant B-cells are 38C13 lymphoma cells (p. 2995, bottom of first column), which are 
known to have a low level of CD20 expression, considering neither the claim nor the 
specification clearly defines what a "low level of CD20 expression" is. The oligonucleotide 
treatment is followed by administration of a mouse IgG2a monoclonal antibody, specifically, 
MSI 1G6 (see p. 2994, last paragraph, the same antibody used in Example 3 of the specification 
p. 76-77). It is noted that although Wooldridge does not specifically indicate that the 
oligonucleotide administration results in the upregulation of CD20 expression, Wooldridge does 
teach administration of 300ug of the oligonucleotide, which is clearly in the dose range disclosed 
in the specification (see p. 63 lines 10-15 of the specification, which indicates, "doses of the 
compounds disclosed herein typically range fi'om about O.lug to lOmg per administration"). 
Therefore, administering the oligonucleotide using the method taught by Wooldridge would 
necessarily upregulate the expression of CD20 because the effective dose taught by Wooldridge 
is within the range of efficacy contemplated in the specification (see p. 63, lines 10-15 of the 
specification). Furthermore, the oligonucleotide would not hybridize to genomic DNA or RNA 
under stringent conditions. 

Wooldridge does not specifically teach that the method can be used to B-cell lymphoma 
cells using an anti-CD20 antibody, specifically C2B8, or that the oligonucleotide comprises an 
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amino acid backbone modification, or that the oHgonucleotide and antibody can be administered 
together, or that the ohgonucleotide comprises an amino acid modified backbone. 

Taji teaches that anti-CD20 antibodies (specifically, C2B8 antibodies), can be used to 
inhibit the growth of CD20 positive B-cell lymphoma cells (Specifically, SU-DHL-4 and SU- 
DHL-6 cells) which express a low level of CD20. Taji teaches that the C2B8 antibodies induce 
apoptosis in the lymphoma cells which may account for the effectiveness of the C2B8 antibody 
therapy, (e.g., see abstract, etc.) 

Ramasamy teaches backbone modifications which can be made on therapeutic 
oligonucleotides in order to improve certain properties of the oligonucleotide, including 
increasing their stability towards enzymes. Ramasamy specifically teaches that an amino acid 
residue modification to the backbone of the oligonucleotide is one such modification (e.g., see 
column 1, lines 35-60; and column 3, lines 33-45, etc.). 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art to 
modify the methods of Wooldridge and Taji in order to make a method for inhibiting the growth 
of B-cell lymphoma cells in a subject having B-cell lymphoma cells, comprising administering 
to said subject the immuno stimulatory CpG nucleic acid taught by Wooldridge in combination 
with the C2B8 antibody taught by Taji, wherein the oligonucleotide comprises an amino acid 
modified backbone, with a reasonable expectation of success. Since Ramasamy teaches that the 
amino acid backbone modification decreases degradation of the oligonucleotide in vivo, there is 
a reasonable expectation of success. 

The motivation to make the indicated modification is provided by Wooldridge, who 
teaches that the when the oligonucleotide was used in combination with the antibody, it resulted 
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in a synergistic effect. Specifically, Wooldridge teaches, "There was clear synergy between CpG 
ODN and antitumor MoAb in this model. . (See page 2997, first column) Thus indicating that 
the immunostimulatory CpG oligonucleotides improve the efficacy of antibody anti-tumor 
therapy. 

Furthermore, it would have been prima facie obvious to perform routine optimization to 

co-administer the oligonucleotide with the antibody at the same time. As noted in In re Aller, 

105 USPQ 233 at 235, 

"More particularly, where the general conditions 
of a claim are disclosed in the prior art, it is 
not inventive to discover the optimum or workable 
ranges by routine experimentation." 

Therefore, routine optimization is not considered inventive and no evidence has been 

presented that the selection of the source of the nucleic acid, or that co-administration was other 

than routine, that results from the optimizations have any unexpected properties, or that the 

results should be considered unexpected in any way as compared to the closest prior art. 

Claims 24, 34, 43, 78-81, 83, 84, 86, 90, 91 and 94-98 are rejected under 35 U.S.C. 
103(a) as being unpatentable over Wooldridge et al. (Blood, 1997; 89:2994-2998; previously 
cited) in view of US Patent 6,306,393 Bl (Goldenberg, previously cited) and further in view of 
WO 98/40100 (Davis et al.) 

Wooldridge teaches a method of inhibiting the growth of a B-cell malignancy wherein an 
isolated synthetic immunostimulatory oligonucleotide 1 8 nucleotides long comprising a 
phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, first column 



Application/Control Number: 09/888,326 Page 14 

Art Unit: 1635 

and Figure 1) was administered (300ug) to mice comprising the B-cell malignancy. Specifically, 
the malignant B-cells are 38C13 lymphoma cells (p. 2995, bottom of first column). The 
oligonucleotide treatment is followed by administration of a mouse IgG2a monoclonal antibody, 
specifically, MSI 1G6 (see p. 2994, last paragraph, the same antibody used in Example 3 of the 
specification p. 76-77). 

Wooldridge does not specifically teach that the method can be used to treat B-cell 
lymphoma cells using an anti-CD 19 or anti-CD22 antibody or that the B-cell malignancy is B- 
CLL. 

Goldenberg teaches immunotherapy of B-cell malignancies using anti-CD 19, anti-CD20 
and anti-CD22 antibodies (e.g., see abstract, claims 1, 5, 9, 10, 22, etc.). Furthermore, the 
Goldenberg teaches that said antibodies can be used to treat B-cell malignancies, including B- 
CLL (e.g., see claims 1, 5, 14, etc.) 

WO 98/40100 (Davis et al.) teaches an immunostimulatory oHgonucleotide that is ODN 
2006 (i.e., it is 100% identical to SEQ ID NO: 729), which can be used to stimulate B-cell 
activation and a therapeutic immune response in a subject (e.g., see the oligonucleotide identified 
as SEQ ID NO: 6 on page 12 of WO 98/40100, as well as the abstract, paragraph bridging page 
1-2, etc.). 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time of filing to modify the methods of Wooldridge and Goldenberg in order to make a method 
for inhibiting the growth of B-cell lymphoma cells (including B-CLL cells and antibody resistant 
cells) in a subject having the B-cell lymphoma cells comprising administering to said subject the 
immunostimulatory CpG nucleic acid taught by WO 98/40100 (specifically the oligonucleotide 
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disclosed as SEQ ID NO: 6 by Davis) in combination with the CD19, CD20, or CD22 antibodies 
(as taught by Goldenberg), with a reasonable expectation of success. 

The motivation to make the indicated modification is provided by Wooldridge, who 
teaches that the when an immunostimulatory CpG oligonucleotide is used in combination with a 
therapeutic tumor-specific antibody a synergistic therapeutic effect is achieved. Specifically, 
Wooldridge teaches, "There was clear synergy between CpG ODN and antitmnor MoAb in this 
model. . (See page 2997, first colunrn) Thus indicating that immunostimulatory CpG 
oligonucleotides improve the efficacy of antibody anti-tumor therapy. Furthermore, the 
oligonucleotide taught by WO 98/40100 is an art-recognized equivalent to the oligonucleotide 
taught by Wooldridge as both oligonucleotides were recognized as therapeutic 
immunostimulatory oligonucleotides (See MPEP 2144.06-2144.07). 

Claims 24, 34, 43, 78-81, 83, 84, 86, 90, 91 and 94-99 are rejected under 35 U.S.C 
103(a) as being unpatentable over Wooldridge et al. (Blood, 1997; 89:2994-2998; previously 
cited) in view of US Patent 6,306,393 Bl (Goldenberg, previously cited) for the reasons of 
record (see Office actions mailed on 4/20/04), reiterated below for convenience. 

Wooldridge teaches a method of inhibiting the growth of a B-cell malignancy wherein an 
isolated synthetic immunostimulatory oligonucleotide 1 8 nucleotides long comprising a 
phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, first column 
and Figure 1) was administered (300ug) to mice comprising the B-cell malignancy. Specifically, 
the malignant B-cells are 38C13 lymphoma cells (p. 2995, bottom of first column). The 
oHgonucleotide treatment is followed by administration of a mouse IgG2a monoclonal antibody. 
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specifically, MSI 1G6 (see p. 2994, last paragraph, the same antibody used in Example 3 of the 
specification p. 76-77). 

Wooldridge does not specifically teach that the method can be used to treat B-cell 
lymphoma cells using an anti-CD 19 or anti-CD22 antibody or that the B-cell malignancy is B- 
CLL, or that the specific immunostimulatory CpG oligonucleotide used is ODN 2006 (SEQ E) 
NO: 729). 

Goldenberg teaches immunotherapy of B-cell malignancies using anti-CD 19, anti-CD20 
and anti-CD22 antibodies (e.g., see abstract, claims 1, 5, 9, 10, 22, etc.). Furthermore, the 
Goldenberg teaches that said antibodies can be used to treat B-cell malignancies, including B- 
CLL (e.g., see claims 1,5, 14, etc.) 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time of filing to modify the methods of Wooldridge and Goldenberg in order to make a method 
for inhibiting the growth of B-cell lymphoma cells (including B-CLL cells and antibody resistant 
cells) in a subject having the B-cell lymphoma cells comprising administering to said subject the 
immunostimulatory CpG nucleic acid taught by Wooldridge in combination with the CD 19, 
CD20, or CD22 antibodies as taught by Goldenberg, with a reasonable expectation of success. 

The motivation to make the indicated modification is provided by Wooldridge, who 
teaches that the when the oligonucleotide was used in combination with the antibody, it resulted 
in a synergistic effect. Specifically, Wooldridge teaches, "There was clear synergy between CpG 
ODN and antitumor MoAb in this model. . (See page 2997, first column) Thus indicating that 
the immunostimulatory CpG oligonucleotides improve the efficacy of antibody anti-tumor 
therapy, including tumor cells resistant to antibody therapy. 
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Claims 43, 84-86, 88, 89, 90 and 91 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Wooldridge et al. (Blood, 1997; previously cited) in view of US Patent 
6,306,393 Bl (Goldenberg, previously cited) and further in view of Winkler et al. (Blood 1999, 
previously cited) for the reasons of record (see Office actions mailed on 4/20/04), reiterated 
below for convenience. 

Wooldridge teaches a method of inhibiting the growth of a B-cell mahgnancy wherein an 
isolated synthetic immunostimulatory oligonucleotide 18 nucleotides long comprising a 
phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, first column 
and Figure 1) was administered (300ug) to mice comprising the B-cell malignancy. Specifically, 
the mahgnant B-cells are 38C13 lymphoma cells (p. 2995, bottom of first column). The 
oligonucleotide treatment is followed by administration of a mouse IgG2a monoclonal antibody, 
specifically, MSI 1G6 (see p. 2994, last paragraph, the same antibody used in Example 3 of the 
specification p. 76-77). 

Wooldridge does not specifically teach that the method can be used to treat B-cell 
lymphoma cells using an anti-CD 19 or anti-CD22 antibody, or that the B-cell malignancy is B- 
CLL. 

Goldenberg teaches immunotherapy of B-cell malignancies using anti-CD 19, anti-CD20 
and anti-CD22 antibodies (e.g., see abstract, claims 1, 5, 9, 10, 22, etc.). Furthermore, the 
Goldenberg teaches that said antibodies can be used to treat B-cell malignancies, including B- 
CLL (e.g., see claims 1, 5, 14, etc.) 
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Goldenberg does not teach that the anti-CD20 antibody is Rituximab. 

Winkler teaches that anti-CD20 antibodies, and specifically, the anti-CD20 antibody 
Rituximab, can be used to inhibit the growth of B-CLL lymphoma cells which express a low 
level of CD20. (e.g., see abstract, Figure 1, etc.) It is noted that Rituximab is an antibody that 
bind to CD20, thus Rituximab is a specific anti-CD20 antibody. 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time of filing to modify the methods of Wooldridge and Goldenberg in order to make a method 
for inhibiting the growth of B-cell lymphoma cells (including B-CLL cells and antibody resistant 
cells) in a subject having the B-cell lymphoma cells comprising administering to said subject the 
immunostimulatory CpG nucleic acid taught by Wooldridge in combination with the CD 19, 
CD20, or CD22 antibodies as taught by Goldenberg. Furthermore, it would have also been 
prima facie obvious to one of ordinary skill in the art to modify the method to use Rituximab as 
the anti-CD20 antibody with a reasonable expectation of success since Winkler teaches that 
Rituximab is an anti-CD20 antibody that can be used to treat B-cell maUgnancies. 

The motivation to make the indicated modification is provided by Wooldridge, who 
teaches that the when the oligonucleotide was used in combination with the antibody, it resulted 
in a synergistic effect. Specifically, Wooldridge teaches, "There was clear synergy between CpG 
ODN and antitumor MoAb in this model. . (See page 2997, first column) Thus indicating that 
the immunostimulatory CpG oligonucleotides improve the efficacy of antibody anti-tumor 
therapy, including tumor cells resistant to antibody therapy. 
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Claims 43, 84-86, 88, 89, 90, 91 and 92 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Wooldridge et al. (Blood, 1997; previously cited) in view of US Patent 
6,306,393 Bl (Goldenberg, previously cited) and further in view of Winkler et al. (Blood 1999, 
previously cited) and further in view of WO 98/40100 (Davis et al.) 

Wooldridge teaches a method of inhibiting the growth of a B-cell malignancy wherein an 
isolated synthetic immunostimulatory oligonucleotide 1 8 nucleotides long comprising a 
phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, first column 
and Figure 1) was administered (300ug) to mice comprising the B-cell malignancy. Specifically, 
the maHgnant B-cells are 38C13 lymphoma cells (p. 2995, bottom of first column). The 
oligonucleotide treatment is followed by administration of a mouse IgG2a monoclonal antibody, 
specifically, MSI 1 06 (see p. 2994, last paragraph, the same antibody used in Example 3 of the 
specification p. 76-77). 

Wooldridge does not specifically teach that the method can be used to treat B-cell 
lymphoma cells using an anti-CD 19 or anti-CD22 antibody, or that the B-cell malignancy is B- 
CLL, or that the specific immunostimulatory CpO oligonucleotide used is ODN 2006 (SEQ ID 
NO: 729). 

Goldenberg teaches immunotherapy of B-cell malignancies using anti-CD 19, anti-CD20 
and anti-CD22 antibodies (e.g., see abstract, claims 1, 5, 9, 10, 22, etc.). Furthermore, the 
Goldenberg teaches that said antibodies can be used to treat B-cell malignancies, including B- 
CLL (e.g., see claims 1, 5, 14, etc.) 

Goldenberg does not teach that the anti-CD20 antibody is Rituximab. 
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Winkler teaches that anti-CD20 antibodies, and specifically, the anti-CD20 antibody 
Rituximab, can be used to inhibit the growth of B-CLL lymphoma cells which express a low 
level of CD20. (e.g., see abstract. Figure 1, etc.) It is noted that Rituximab is an antibody that 
bind to CD20, thus Rituximab is a specific anti-CD20 antibody. 

WO 98/40100 (Davis et al.) teaches an immunostimulatory oUgonucleotide that is ODN 
2006 (i.e., it is 100% identical to SEQ ID NO: 729), which can be used to stimulate B-cell 
activation and a therapeutic immune response in a subject (e.g., see the oligonucleotide identified 
as SEQ ID NO: 6 on page 12 of WO 98/40100, as well as the abstract, paragraph bridging page 
1-2, etc.). 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time of filing to modify the methods of Wooldridge and Goldenberg in order to make a method 
for inhibiting the growth of B-cell lymphoma cells (including B-CLL cells and antibody resistant 
cells) in a subject having the B-cell lymphoma cells comprising administering to said subject the 
immunostimulatory CpG nucleic acid taught by Davis (i.e. SEQ ED NO: 6 of WO 98/40100 
which is 100% identical to the instant claimed SEQ ED NO: 729) in combination with the CD 19, 
CD20, or CD22 antibodies as taught by Goldenberg. Furthermore, it would have also been 
prima facie obvious to one of ordinary skill in the art to modify the method to use Rituximab as 
the anti-CD20 antibody with a reasonable expectation of success since Winkler teaches that 
Rituximab is an anti-CD20 antibody that can be used to treat B-cell malignancies. 

The motivation to make the indicated modification is provided by Wooldridge, who 
teaches that the when the oligonucleotide was used in combination with the antibody, it resulted 
in a synergistic effect. Specifically, Wooldridge teaches, "There was clear synergy between CpG 
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ODN and antitumor MoAb in this model. . (See page 2997, first column) Thus indicating that 
the inmiunostimulatory CpG oligonucleotides improve the efficacy of antibody anti-tumor 
therapy, including tumor cells resistant to antibody therapy. Furthermore, the oligonucleotide 
taught by WO 98/40100 is an art-recognized equivalent to the oligonucleotide taught by 
Wooldridge as both oligonucleotides were recognized as therapeutic immunostimulatory 
oligonucleotides (See MPEP 2144.06-2144.07). 

Claims 43, 84-89, 90 and 91 are rejected imder 35 U.S.C. 103(a) as being unpatentable 
over Wooldridge et al. (Blood, 1997; previously cited) in viev^ of US Patent 6,306,393 Bl 
(Goldenberg, previously cited) and further in view of Winkler et al. (Blood 1999, previously 
cited) and further in view of Pawade et al. (Histopathology, 1995; 27(2) pages 129-137; 
previously cited). 

Wooldridge teaches a method of inhibiting the growth of a B-cell malignancy wherein an 
isolated synthetic immunostimulatory oligonucleotide 18 nucleotides long comprising a 
phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, first column 
and Figure 1) was administered (300ug) to mice comprising the B-cell malignancy. Specifically, 
the malignant B-cells are 38C13 lymphoma cells (p. 2995, bottom of first column). The 
oligonucleotide treatment is followed by administration of a mouse IgG2a monoclonal antibody, 
specifically, MSI 1G6 (see p. 2994, last paragraph, the same antibody used in Example 3 of the 
specification p. 76-77). 

Wooldridge does not specifically teach that the method can be used to treat B-cell 
lymphoma cells using an anti-CD 19 or anti-CD22 antibody, or that the B-cell malignancy is B- 
CLL or a marginal zone lymphoma. 
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Goldenberg teaches immunotherapy of B-cell malignancies using anti-CD 19, anti-CD20 
and anti-CD22 antibodies (e.g., see abstract, claims 1, 5, 9, 10, 22, etc.). Furthermore, the 
Goldenberg teaches that said antibodies can be used to treat B-cell malignancies, including B- 
CLL (e.g., see claims 1, 5, 14, etc.) 

Goldenberg does not teach that the anti-CD20 antibody is Rituximab. 

Winkler teaches that anti-CD20 antibodies, and specifically, the anti-CD20 antibody 
Rituximab, can be used to inhibit the growth of B-CLL lymphoma cells which express a low 
level of CD20. (e.g., see abstract. Figure 1, etc.) It is noted that Rituximab is an antibody that 
bind to CD20, thus Rituximab is a specific anti-CD20 antibody. 

Pawade teaches that marginal zone lymphoma cells are CD20 positive, indicating that 
marginal zone lymphoma cells express CD20 antigen. 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time of filing to modify the methods of Wooldridge and Goldenberg in order to make a method 
for inhibiting the growth of B-cell lymphoma cells (including B-CLL cells and antibody resistant 
cells) in a subject having the B-cell lymphoma cells wherein B-cell lymphoma is B-CLL or 
marginal zone lymphoma, comprising administering to said subject the immuno stimulatory CpG 
nucleic acid taught by Wooldridge in combination with the CD 19, CD20, or CD22 antibodies as 
taught by Goldenberg. Furthermore, it would have also been prima facie obvious to one of 
ordinary skill in the art to modify the method to use Rituximab as the anti-CD20 antibody with a 
reasonable expectation of success since Winkler teaches that Rituximab is an anti-CD20 
antibody that can be used to treat B-cell malignancies. Furthermore, because Pawade teaches 
that marginal zone lymphoma cells are CD20 positive (e.g., see abstract, etc.), it would have also 
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been prima facie obvious to one of ordinary skill in the art that the method of using CpG 
oligonucleotide in combination with anti-CD20 antibody could be used to treat marginal zone 
lymphoma (MZL). 

The motivation to make the indicated modification to treat the MZL is provided by 
Wooldridge, v/ho teaches that the when the oligonucleotide was used in combination with the 
antibody, it resulted in a synergistic effect. Specifically, Wooldridge teaches, "There was clear 
synergy between CpG ODN and antitumor MoAb in this model. . ." (See page 2997, first 
column) Thus indicating that the immunostimulatory CpG oligonucleotides improve the efficacy 
of antibody anti-tumor therapy, including tumor cells resistant to antibody therapy. 



Claims 34, 82, 102 and 103 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Wooldridge et al. (Blood, 1997; previously cited) in view of US Patent 6,306,393 Bl 
(Goldenberg, previously cited), further in view of Pawade et al. (Histopathology, 1995; 
previously cited) for the reasons of record (see Office actions mailed on 4/20/04), reiterated 
below for convenience.. 

Wooldridge teaches a method of inhibiting the growth of a B-cell malignancy wherein an 
isolated synthetic immunostimulatory oligonucleotide 1 8 nucleotides long comprising a 
phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, first column 
and Figure 1) was administered (300ug) to mice comprising the B-cell malignancy. Specifically, 
the malignant B-cells are 38C13 lymphoma cells (p. 2995, bottom of first column). The 
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oligonucleotide treatment is followed by administration of a mouse IgG2a monoclonal antibody, 
specifically, MSI 1G6 (see p. 2994, last paragraph, the same antibody used in Example 3 of the 
specification p. 76-77). 

Wooldridge does not specifically teach that the method can be used to treat B-cell 
lymphoma cells using an anti-CD 19 or anti-CD22 antibody, or that the B-cell malignancy is B- 
CLL or a marginal zone lymphoma. 

Goldenberg teaches immunotherapy of B-cell malignancies using anti-CD 19, anti-CD20 
and anti-CD22 antibodies (e.g., see abstract, claims 1, 5, 9, 10, 22, etc.). Furthermore, the 
Goldenberg teaches that said antibodies can be used to treat B-cell malignancies, including B- 
CLL (e.g., see claims 1, 5, 14, etc.). 

Pawade teaches that marginal zone lymphoma cells are CD20 positive, indicating that 
marginal zone lymphoma cells express CD20 antigen. 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time of filing to modify the methods of Wooldridge and Goldenberg in order to make a method 
for inhibiting the growth of B-cell lymphoma cells (including B-CLL cells and antibody resistant 
cells) in a subject having the B-cell lymphoma cells comprising administering to said subject the 
immunostimulatory CpG nucleic acid taught by Wooldridge in combination with the CD 19, 
CD20, or CD22 antibodies as taught by Goldenberg. Furthermore, because Pawade teaches that 
marginal zone lymphoma cells are CD20 positive (e.g., see abstract, etc.), it would have also 
been prima facie obvious to one of ordinary skill in the art that the method of using CpG 
oligonucleotide in combination with anti-CD20 antibody could be used to treat marginal zone 
lymphoma (MZL). 
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The motivation to make the indicated modification to treat the MZL is provided by 
Wooldridge, who teaches that the when the oUgonucleotide was used in combination with the 
antibody, it resulted in a synergistic effect. Specifically, Wooldridge teaches, "There was clear 
synergy between CpG ODN and antitumor MoAb in this model. . (See page 2997, first 
column) Thus indicating that the immunostimulatory CpG oligonucleotides improve the efficacy 
of antibody anti-tumor therapy, including tumor cells resistant to antibody therapy. 

Claims 34, 82, 102, 103 and 104 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Wooldridge et al. (Blood, 1997; previously cited) in view of US Patent 
6,306,393 Bl (Goldenberg, previously cited), further in view of Pawade et al. (Histopathology, 
1995; previously cited) and fiirther in view of WO 98/40100 (Davis et al.). 

Wooldridge teaches a method of inhibiting the growth of a B-cell malignancy wherein an 
isolated synthetic immunostimulatory oligonucleotide 18 nucleotides long comprising a 
phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, first column 
and Figure 1) was administered (300ug) to mice comprising the B-cell maUgnancy. Specifically, 
the malignant B-cells are 38C13 lymphoma cells (p. 2995, bottom of first column). The 
oligonucleotide treatment is followed by administration of a mouse IgG2a monoclonal antibody, 
specifically, MSI 1G6 (see p. 2994, last paragraph, the same antibody used in Example 3 of the 
specification p. 76-77). 

Wooldridge does not specifically teach that the method can be used to treat B-cell 
lymphoma cells using an anti-CD 19 or anti-CD22 antibody, or that the B-cell malignancy is B- 
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CLL or a marginal zone lymphoma, or that the immunostimulatory CpG is ODN 2006 (SEQ ID 
NO: 729). 

Goldenberg teaches immunotherapy of B-cell malignancies using anti-CD 19, anti-CD20 
and anti-CD22 antibodies (e.g., see abstract, claims 1, 5, 9, 10, 22, etc.). Furthermore, the 
Goldenberg teaches that said antibodies can be used to treat B-cell malignancies, including B- 
CLL (e.g., see claims 1, 5, 14, etc.). 

Pawade teaches that marginal zone lymphoma cells are CD20 positive, indicating that 
marginal zone lymphoma cells express CD20 antigen. 

WO 98/40100 (Davis et al.) teaches an immunostimulatory oligonucleotide that is ODN 
2006 (i.e., it is 100% identical to SEQ ID NO: 729), which can be used to stimulate B-cell 
activation and a therapeutic immune response in a subject (e.g., see the oligonucleotide identified 
as SEQ ID NO: 6 on page 12 of WO 98/40100, as well as the abstract, paragraph bridging page 
1-2, etc.). 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time of filing to modify the methods of Wooldridge and Goldenberg in order to make a method 
for inhibiting the growth of B-cell lymphoma cells (including B-CLL cells and antibody resistant 
cells) in a subject having the B-cell lymphoma cells comprising administering to said subject the 
immunostimulatory CpG nucleic acid taught by Wooldridge in combination with the CD 19, 
CD20, or CD22 antibodies as taught by Goldenberg. Furthermore, because Pawade teaches that 
marginal zone lymphoma cells are CD20 positive (e.g., see abstract, etc.), it would have also 
been prima facie obvious to one of ordinary skill in the art that the method of using CpG 
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oligonucleotide in combination with anti-CD20 antibody could be used to treat marginal zone 
lymphoma (MZL). 

The motivation to make the indicated modification to treat the MZL is provided by 
Wooldridge, who teaches that the when the oligonucleotide was used in combination with the 
antibody, it resulted in a synergistic effect. Specifically, Wooldridge teaches, "There was clear 
synergy between CpG ODN and antitumor MoAb in this model. . ." (See page 2997, first 
column) Thus indicating that the immunostimulatory CpG oligonucleotides improve the efficacy 
of antibody anti-tumor therapy, including tumor cells resistant to antibody therapy. 

Claim 56 is rejected under 35 U.S.C. 103(a) as being unpatentable over Wooldridge et al. 
(Blood, 1997; previously cited) in view of Micouin (Leukemia, 1997; previously cited) for the 
reasons of record (see Office actions mailed on 4/20/04), reiterated below for convenience. 

Wooldridge teaches a method of inhibiting the growth of a cancer (B-cell mahgnancy) 
wherein an isolated synthetic immunostimulatory oligonucleotide 18 nucleotides long 
comprising a phosphorothioate modified backbone and an unmethylated CpG motif (see p. 2995, 
first column and Figure 1) was administered (300ug) to mice comprising the cancer. 
Specifically, the maUgnant B-cells are 38C13 lymphoma cells (p. 2995, bottom of first column). 
The oligonucleotide treatment is followed by administration of a mouse IgG2a monoclonal 
antibody, specifically, MSI 1G6 (see p. 2994, last paragraph, the same antibody used in Example 
3 of the specification p. 76-77). 

Wooldridge does not specifically teach the method can be used to treat cancer using a 
human or humanized IgGl isotype antibody. 
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Micouin teaches that human IgGl antibodies can be used to treat human leukemia. 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time of filing to modify the methods of Wooldridge and Micouin in order to make a method for 
inhibiting the growth of tumor cells in a subject having the tumor cells comprising administering 
to said subject the immunostimulatory CpG nucleic acid taught by Wooldridge in combination 
with the human IgGl isotype antibodies taught by Micouin, with a reasonable expectation of 
success. 

The motivation to make the indicated modification is provided by Wooldridge, who 
teaches that the when the oligonucleotide was used in combination with the antibody, it resulted 
in a synergistic effect. Specifically, Wooldridge teaches, "There was clear synergy between CpG 
ODN and antitumor MoAb in this model. . (See page 2997, first column) Thus indicating that 
the immunostimulatory CpG oligonucleotides improve the efficacy of antibody anti-tumor 
therapy. 

Claim Rejections - 35 USC § 112, paragraph 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claim 100 is rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the 
written description requirement. The claim(s) contains subject matter which was not described 
in the specification in such a way as to reasonably convey to one skilled in the relevant art that 
the inventor(s), at the time the application was filed, had possession of the claimed invention. 
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37 CFR 1.1 18 (a) states that "No amendment shall introduce new matter into the 
disclosure of an application after the filing date of the apphcation'*. 
MPEP §2163.06 notes: 

If new matter is added to the claims, the examiner should reject the claims under 35 
U.S.Q 112, first paragraph - written description requirement. In re Rasmussen, 650 F. 2d 1212, 
211 USPQ 323 (CCPA 1981), 

MPEP §2163.02 teaches that: 

Whenever the issue arises, the fiindamental factual inquiry is whether a claim defines an 
invention that is clearly conveyed to those skilled in the art at the time the application was 
filed... If a claim is amended to include subject matter, limitations, or terminology not present in 
the application as filed, involving a departure from, addition to, or deletion from the disclosure 
of the application as filed, the examiner should conclude that the claimed subject matter is not 
described in that application, 

MPEP §2163.06 further notes: 

When an amendment is filed in reply to an objection or rejection based on 35 U.S.C. 
112, first paragraph, a study of the entire application is often necessary to determine whether or 
not "new matter" is involved. Applicant should therefore specifically point out the support for 
any amendments made to the disclosure. (Emphasis added). 

In the instant case, new claim 100 indicates that the surface antigen is not expressed on 

the malignant B-cells. It is noted that the Applicants have not indicated where in the 

specification support for the new claim can be found. A thorough search of the specification did 

not identify a disclosure that the surface antigen is not expressed on the malignant B-cells and 

which are upregulated in the B-cell malignancy in response to treatment with the CpG 

oligonucleotides. The specification only appears to disclose that the CpG oUgonucleotide 

upregulates expression of surface antigens that are expressed (albeit at a low level) in the cells of 

the B-cell mahgnancy (e.g., see Figure 3). Should Applicants disagree, they are asked to indicate 
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where support for the new claim can be found in the specification by identifying the particular 
page and line numbers where support can be found. 

To the extent that the claimed compositions and/or methods are not described in the 
instant disclosure, claim 1 is also rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to enable one skilled 
in the art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention, since a disclosure cannot teach one to make or use something that has not been 
described. 



Claim Rejections - 35 USC§112 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1 1 and 85 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claims 1 1 and 85 contain the trademark/trade name RITUXIMAB. Where a trademark 
or trade name is used in a claim as a limitation to identify or describe a particular material or 
product, the claim does not comply with the requirements of 35 U.S.C. 1 12, second paragraph. 
See Ex parte Simpson, 218 USPQ 1020 (Bd. App. 1982). The claim scope is uncertain since the 
trademark or trade name carmot be used properly to identify any particular material or product. 
A trademark or trade name is used to identify a source of goods, and not the goods themselves. 
Thus, a trademark or trade name does not identify or describe the goods associated with the 
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trademark or trade name. In the present case, the trademark/trade name is used to 
identify/describe an antibody specific for and, accordingly, the identification/description is 
indefinite. 

Response to Arguments 
Applicant's arguments filed 6/3/2005 have been fiiUy considered but they are not 
persuasive. 

Applicants argue that claims 1 , 24, 34 and 43 (the independent claims) have been 
amended to include the limitation that the B-cell malignancy upregulate expression of an antigen 
in response to immunostimulatory CpG oligonucleotide and that the antibody is specific for the 
upregulated antigen. Applicants assert that they made the unexpected discovered that 
administration of an immunostimulatory CpG oligonucleotide induces the expression of certain 
cell surface antigens, including CD 19, CD20 and CD22, and that the induction of these antigens 
lends itself to enhanced antibody-dependent cellular cytotoxicity (ADCC) directed toward 
malignant cells expressing these particular antigens. Applicant assert that they have made the 
unexpected discovery that administration of an immunostimulatory CpG nucleic acid to 
malignant B cells lacking or having only low level expression of certain antigens upregulates 
expression of the antigens, resulting in an imexpectedly efficient antibody response. Applicants 
also contend that the cited references do not teach or suggest that the immunostimulatory CpG 
oligonucleotides can upregulate expression of the surface antigens on the B-cell malignancy; and 
therefore, one of skill in the art would not have been motivated to combine the references to 
make the claimed invention. 



Application/Control Number: 09/888,326 Page 32 

Art Unit: 1635 

In response, the prior art teaches that immunostimulatory CpG oligonucleotides enhance 
the efficacy of tumor-specific therapeutic antibodies (e.g., see Wooldridge et al.). For example, 
Wooldridge teaches that using an inmiunostimulatory CpG ODN in combination with an 
antitumor antibody result in a synergistic effect with respect to antibody dependent cellular 
cytotoxicity [ADCC]. Specifically, Wooldridge expUcitly teaches, "There was a clear synergy 
between CpG ODN and antitumor MoAb in this model and the most likely explanation for this 
finding is enhanced ADCC." (see p. 2997, first column). 

Furthermore, the effect of the immunostimulatory CpG oligonucleotide on the B-cell 
lymphoma does not appear to specifically upregulate expression of particular B-cell lymphoma 
antigens. Rather, the instant disclosure appears to indicate that the administration of the 
immunostimulatory CpG oligonucleotides non-specifically increase expression of all B-cell 
lymphoma surface antigens (e.g., see Figure 3 of the instant Application). 

Therefore, since the method of treating a B-cell lymphoma using an immunostimulatory 
oligonucleotide in combination with a anti-tumor antibody that is specific for a B-cell lymphoma 
surface antigen is prima facie obvious (for the reasons indicated above), and since the amount of 
immunostimulatory CpG oligonucleotide taught in the prior art (Wooldridge) is sufficient to on- 
specifically up regulate expression of B-cell lymphoma surface antigens, any anti-tumor 
antibody specific for a B-cell lymphoma surface antigen (such as C2B8, RITUXIMAB, etc.) 
would necessarily be an antibody that is specific for the B-cell lymphoma surface antigen that is 
upregulated in response to the immunostimulatory oligonucleotide. 

Therefore, Applicants arguments are not persuasive. 
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Conclusion 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jon Eric Angell whose telephone number is 571-272-0756. The 
examiner can normally be reached on Mon-Fri, with every other Friday off. 

If attempts to reach the examiner by telephone are xmsuccessful, the examiner's 
supervisor, John LeGuyader can be reached on 571-272-0760. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
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